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=> fil reg 

FILE ' REGISTRY ' ENTERED AT 12:31:37 ON 13 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 11 DEC 2001 HIGHEST RN 374745-93-4 
DICTIONARY FILE UPDATES: 11 DEC 2001 HIGHEST RN 374745-93-4 • 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTI 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 
http : / /www . cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 



=> d sta que 14 

LI 1 SEA FILE=REGISTRY ABB=ON 

L2 896 SEA FILE=REGISTRY ABB=ON- 

NS] [YH] [SRDNA] [PRDL]/SQSP 
L 3 2 SEA FILE=REGISTRY ABB=ON 

L 4 2 SEA FILE=REGISTRY ABB-ON 



PLU=ON (LTEKKYSP) /SQEP 

PLU=ON L [TRQMEG] [ERDLIA] [KRNMSE] [KRD 

PLU=ON L2 AND 8 /SQL 

PLUON (LI OR L3) 



=> d his 14- 

(FILE 1 REGISTRY 1 ENTERED AT 12:29:26 ON 13 DEC 2001) 
L4 2 S L1,L3 

SAV L4 JAMROZ424/A 

FILE * HCAOLD ' ENTERED AT 12:31:09 ON 13 DEC 2001 
L5 0 S L4 

FILE 1 US PAT FULL ' ENTERED AT 12:31:15 ON 13 DEC 2001 
L6 0 S L4 

FILE 'HCAPLUS' ENTERED AT 12:31:17 ON 13 DEC 2001 
L7 1 S L4 

FILE 'REGISTRY' ENTERED AT 12:31:37 ON 13 DEC 2001 
=> d sqide can tot 14 

L4 ANSWER 1 OF 2 REGISTRY COPYRIGHT 2001 ACS 

RN 216579-44-1 REGISTRY t . i T k ■ ■ ^ i t 

CN L-Arginine, L-leucyl-L-arginyl-L-arginyl-L-argmyl-L-argmyl-L-histidyl-L- 

arginyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 8 

SEQ 1 LRRRRHRR 



£ TS Se H92 _ N28 09 Point of Contact: 

SR CA Jan Deiaval 

lc stn Files: ca, caplus, toxcenter, toxlit Librarian-Physical Sciences 

CM1 lEOVTel: 308-4498 

Absolute stereochemistry. ' 
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N 
H 



NH2 



REFERENCE 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

1: 130:33014 



L4 ANSWER 2 OF 2 REGISTRY COPYRIGHT 2001 ACS 
RN 216579-39-4 REGISTRY 

CN L-Proline, L-leucyl-L-threonyl-L- . alpha . -glutamyl-L-lysyl-L-lysyl-L- 

tyrosyl-L-seryl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 8 



SEQ 



1 LTEKKYSP 



HITS AT: 1-8 

MF C44 H72 N10 014 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, TOXLIT 



Absolute stereochemistry. 
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OH 



1 REFERENCES IN FILE CA {1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 



1: 130:33014 



=> fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 12:31:55 ON 13 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE COVERS 1947 - 13 Dec 2001 VOL 135 ISS 25 
FILE LAST UPDATED: 11 Dec 2001 (20011211/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
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more information. 

HCAplus now provides online access to patents and literature covered 
in CA from 1947 to the present. On April 22, 2001, bibliographic 
information and abstracts were added for over 2.2 million references 
published in CA from 1947 to 1966. 



-> d all 17 

L7 ■ ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2001 ACS 
AN 1998:789037 HCAPLUS 
DN 130:33014 

TI Compositions for enhancing immunosuppressants pharmaceutical activities 
IN Zavialov, Vladimir Petrovich; Vasilenko, Raisa Nikolaevna; Dolgikh, Dmitry 

Aleksandrovich; Kirpichnikov, Mikhail Petrovich; Navolotskaya, Elena 

Vitalievna; Korpela, Timo Kalevi 
PA Russia 

SO PCT Int. Appl., 2 6 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K038-04 

ICS A61K038-13; A61K038-21 
CC 1-7 (Pharmacology) 

Section cross-reference (s) : 15 
FAN . CNT 1 _ mrn 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 



WO 9852594 Al 19981126 WO 1998-FI418 19980518 

W: AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH,-CN, CO, CZ, DE, 
DK, EE, ES, FI, GB, GE, GH, GM, GW, HU, ID, IL, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, 
UA, UG, US, UZ, VN, YU, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, ES, 
FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, 
CM, GA, GN, ML, MR, NE, SN, TD, TG 
FI 9702121 A 19981120 FI 1997-2121 19970519 

AU 9874352 Al 19981211 AU 1998-74352 19980518 

EP 981359 Al 20000301 EP 1998-921528 19980518 

R: AT, DE, ES, FR, GB, IT, SE, FI 
PRAI FI 1997-2121 19970519 
WO 1998-FI418 19980518 
AB The present invention provides compns . for efficient amplification of 

immunosuppressive activity of cyclosporins, FK506 or rapamycin to decrease 
therapeutical dose of immunosuppressants and, as a consequence, avoidance 
of their undesirable side effects during organ and tissue transplantation, 
and treatment of different diseases. These compns. include cyclosporins, 
FK506 or rapamycin and biol. active peptides corresponding to the 
high-affinity binding/anti-lymphoprolif erative site of IFNs-a, b, w, t , or 
recombinant proteins having the amino acid sequences corresponding to the 
said site. 

ST immunosuppressant adjuvant formulation peptide 
IT Interferon . tau. 

Interferon .alpha. 

Interferon .beta. 

RL: PRP (Properties) 

(antilymphoprolif erative site of; compns. for enhancing 
immunosuppressant pharmaceutical activities) 
IT Adenocarcinoma inhibitors 

Anti-inflammatory drugs 

Antirheumatic drugs 

Autoimmune diseases 

Drug bioavailability 

Immunosuppressants 
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Leukemia inhibitors 
Lupus erythematosus 
Lymphoma inhibitors 
Myasthenia gravis 
Psoriasis 

Transplant (organ) 

Uveitis i ... 

(compns. for enhancing immunosuppressant pharmaceutical activities) 

IT Interferon .alpha. 2 

RL: BAC (Biological activity or effector, except adverse); BPR (Biologi 
process); BIOL (Biological study) ;. PROC (Process) 

(compns. for enhancing immunosuppressant pharmaceutical activities) 
IT Peptides, biological studies 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 

(compns. for enhancing immunosuppressant pharmaceutical activities) 
IT Interferons 

RL: PRP (Properties) 

(interferon .omega., antilymphoprolif erative site of; compns. for 
enhancing immunosuppressant pharmaceutical activities) 
IT Antitumor agents 

(myeloma; compns. for enhancing immunosuppressant pharmaceutical 
activities ) 

IT 216579-39-4D, analogs 216579-44-1D, analogs 

RL: BAC (Biological activity or effector, except adverse); BPR (Biologi 

process); BIOL (Biological study); PROC (Process) 

(compns. for enhancing immunosuppressant pharmaceutical activities) 
IT 53123-88-9, Rapamycin 79217-60-OD, Cyclosporin, derivs . 104987-11-3 

Fk506 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process).; USES (Uses) 

(compns. for enhancing immunosuppressant pharmaceutical activities) 

RE . CNT 5 

RE 

(1) University of Florida; WO 9009806 A2 1990 HCAPLUS 

(2) University of Florida; WO 9410313 A2 1994 HCAPLUS 

(3) Vacsyn, S; FR 2706772 Al 1994 HCAPLUS 

(4) Zarogoulidis, K; Lung Cancer 1996, V15{2), P197 MEDLINE 

(5) Zav'Yalov, V; Mol Immunol 1995, V32(6), P425 HCAPLUS 



7/7/2 (Item 2 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2001 Elsevier Science B.V. All rts.^reserv. 

06929781 EMBASE No: 1997214260 

Structure-activity of type I interferons 

?c C °Viscomi, Alfa Wassermann, Dept. of Biotechnology/Immunology, Via 
Ragazzi Del '99 N. 5, 40133 Bologna Italy 

Biotherapy ( BIOTHERAPY (THE NETHERLANDS) ) (Netherlands) 1997, 10/1 
(59-86) 

CODEN: BTHRE ISSN: 0921-299X 

DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 126 

Type I IFNs consitute a family of proteins exhibiting high homology in 
priory, secondary, and tertiary structures. They interact with the same 
Receptor and transmit signals to cellular nucleus through a similar 
mechanism, eliciting roughly homogeneous biological activity. Nevertheless, 
the Ses of thatfamily, IFNalpha species, IFNbeta and IFNomega, due to 
In differences in the structure sometime show distinct properties. From 
the reported data it results that even minute changes or differences m the 
primary sequences could be responsible for a significant variety of 
biological actions, thus inducing to the hypothesis that Type I IFNs, 
rather than to be the result of a redundant replication during the 
evolution, play definite roles in the defense of living organisms to 
foreign agents. 



7/7/3 (Item 3 from file: 73) 

DIALOG (R) File 73: EMBASE 

(c) 2001 Elsevier Science B.V. All rts. reserv. 

06064616 EMBASE No: 1995095061 

Human type I interferons: Structure and function 

Institute 'of Virology, Slovak Academy of Sciences, Dubravska cesta 9,942 
46 Bratislava Slovakia 

Acta Virologica ( ACTA VIROL. ) (Czech Republic) 1994, 38/6 (345-360) 

CODEN: AVIRA ISSN: 0001-723X 

DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

Human type I interferons (IFNs) comprise a family of 13 IFN-alpha 
subypes and single species of IFN-beta and IFN-omega Their 20, overall 
sequence homology determines identical secondary and tertiary folding of 
po?ypepUdes. Three-dimensional models suggest that the globular structure 
of type I IFNs consists of a bundle of 5 alpha-helices, which might form 
two polypeptide domains. Disulfide bond Cys 29-Cys 139 stabilizes both 
domains in a bioactive configuration. The I FN molecule exerts its 
functional entity only as an organic polypeptide complex and therefore 
molecular fragments apparently lack biological activity. I™-beta, 
IFN-omega and some IFN-alpha subtypes are glycoproteins, but the sugar 
moiety was found to be neither structurally nor functionally relevant. Type 
I IFNs share a common cellular receptor, a fact that implies a high 
structural conservativity of their receptor-binding areas Two conservative 
hydrophilic regions associated with the ammo acids (aa) 30-41 and 120-145 
appear to constitute the basic framework of receptor recognition site in 
type I IFNs . However, the individual IFN- (sub) types induce different 
soectra of biological effects which reflect some specificity m modelling 
of binding sites. Besides a subtle sequential heterogeneity m the segments 
aa 30-41 and 120-145, also the variable hydrophilic aa regions 23-26, fob-ab 
and 112-121 are responsible for structural and functional individuality 
among human type I IFNs . The interaction between IFN and its receptor seems 
to be a complex event which triggers simultaneously antiviral, 
antiproliferative and immunomodulating actions, although different parts of 



rocessing 

2055349 TYPE 
2597795 I 
282134 INTERFERON? 

2791 TYPE (W) I (W) INTERFERON? 
2995840 REVIEW? 

55 152 TYPE (W) I (W) INTERFERON? AND REVIEW? 

?rd s5 

...examined 50 records (50) 
...examined 50 records (100) 
...examined 50 records (150) 
...completed examining records 

56 106 RD S5 (unique items) 
?s s6 and homology 

106 S6 
237758 HOMOLOGY 

57 3 S6 AND HOMOLOGY 
?t s7/7/all 

7/7/1 (Item 1 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2001 Elsevier Science B.V. All rts. reserv. 



10784174 EMBASE No: 2000265957 

HIV-1 gp41 and type I interferon. Sequence homology and 
biological as well as clinical implications 

Chen Y.-H.; Xiao Y.; Dierich M.P. 

Prof. Y.-H. Chen, Laboratory of Immunology, Res. Centre Medical Research, 
Tsinghua University, Beijing 100084 China 

Immunologic Research ( IMMUNOL. RES. ) (United States) 2000, 22/1 
(61-66) 

CODEN: IMRSE ISSN: 0257-277X 

DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 38 

HIV-1 g P 41-like human type I interferon (IFN) could inhibit 
lymphocyte proliferation and up-modulate MHC class I and II and ICAM-1 
molecule expression. Sequence comparison indicates that a similar epitope 
RILAV-YLKD exists between N-domain of gp41 and two regions in IFN-alpha 
(aa29-35 and 113-129), IFN-beta (aa31-37 and 125-138) and IFN-omega 
aa29-35 and 123-136), which was shown to form IFN-alpha/beta-receptor 
bindinq site. Weak sequence similarity was also found to exist in both 
regions on g P 41 and type I IFN of murine and bovine. Experimental studies 
indicated that a common immunological epitope exists between gp41 and 
IFN-alpha and -beta. Antibodies against human IFN-alpha and -beta 
recognized the common immunological epitope and inhibited gp41-binding to 
the potential cellular receptor protein P 45. Moreover, the polyclonal 
antibody to IFN-beta completely inhibited gp41-bindmg to human T, B cells 
and monocytic cells, while IFN-alpha could only inhibit this binding 
incompletely. It was interestingly observed that human IFN-beta after 
preincubating with cells could incompletely inhibit the binding of g P 41 to 
human B cells and monocytic cells, and very weakly inhibit the binding to 
human T cells, indicating that the receptor for IFN-beta-bmding may be 
involved in gp41 binding. This potential relationship may be based on the 
amino acid sequence homology in the receptor binding region between gp41 
and IFN-beta. It was observed that the increased levels of antibodies 
against human IFN-alpha and -beta exist in HIV-l-inf ected individuals and 
are associated with the common epitope on gp41. Besides, several studies 
provided experimental evidence that the common immunological epitope could 
induce protective activity against HIV-1. The IFN-alpha-based vaccine has 
showed a significant reduction of disease progression in 
IFN-alpha-vaccine-treated HIV-infected patients. Recent experimental 
evidence indicates that g P 41 and IFN-beta were involved in deregulation 
of CCR5 expression and induction of cell activation or signal transduction. 
Whether it may be performed by a similar mechanism is still to be 
investigated. 
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ABSTRACT: Interferons alpha/beta (IFNs-alpha/beta) are the first 

cytokines to be produced by recombinant DNA technology. They regulate 
growth and differentiation, affecting cellular communication, signal 
transduction pathways and immunological control. This review focuses on 
the relationships between the structure and biological activities of 
IFNs-alpha/beta induced as a result of specific interactions with 
different types of polypeptide receptors as well as on the role of 
qlycolipids in the modulation of these activities. The discovery of the 
primary structure homology of HuIFNs-alpha and thymus hormone-thymosin 
alpha-1 (TM-alpha-1), the experimental finding of the competition between 
IFN-alpha and TM-alpha-1 for common receptors and the reproduction by 
reHuIFN-alpha-2 of TM-alpha-1 immunomodulating activities create the 
basis of reHuIFN-alpha therapeutics instead of TM-alpha-1 and 
potentiation of vaccines by reHuIFN-alpha . The first successful attempt 
at grafting of the HuIFN-alpha-2s TM-alpha-l-like immunomodulating site 
to the designed de novo protein albeferon is described. This article 
also aims at reviewing recent data concerning the structure of other 
cytokines and their receptors. Their reciprocal structure-function 
taxonomy is proposed. The place of IFNs-alpha/beta and their receptors m 
the hierarchy of cytokines is determined. 
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